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1. Title of Invention 

An anti-tumor agent 

2. Region of Patent Requested 

An anti-tumor agent of which active component is live vaccine from 
a virus in the Paramyxovirus family. 

3. Detailed Explanation 

This invention relates to an anti-tumor agent. In further 
details, it relates to the anti-tumor agent of which active component 
is live vaccine from a virus in the Paramyxovirus family. 

The Paramyxovirus was named since its mode is similar to the 
Orthomyxovirus. The virion of this virus is a sphere of 150 to 600 nm 
in diameter and the spiral nucleocap [Note from the Trans lator-1 ] is 
included at the inside of the envelop. Its nucleic acid is a single 
chain with molecular weight of 4 to 8 x 10 x [Note from the Translator- 
2], which does not become a primer for the protein synthesis. Many 
members of this virus tend to cause the respiratory system diseases in 
humans and animals. 

The inventors of the present invention have discovered that the 
live vaccine from the virus in the Paramyxovirus family possesses the 
anti-tumor effect towards mammals (human, horse, mouse, rat, dog, 
cattle and so on) and completed the present invention. 

The present invention is constructed with the anti-tumor agent of 
which major component is the live vaccine from a virus in the 
Paramyxovirus f ami iy . 

The Paramyxoviruses utilized in the present invention are: 
Parainfluenza I type, II type, and III type, Newcastle disease virus, 
mumps virus, measles virus, distemper virus, and Sendai virus. Among 
them the most desirable example is mumps virus. 

Such the live vaccine is manufactured by the known operation, such 
as the subculture in a growing chicken egg [Note from the Trans lator-3 ] 
yolk sac, and in sheep small intes t ine [Note from the Trans 1 ator-3 1 in 
order to weaken the toxicity. 
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The live vaccine from the toxicity weakened virus may be desirably 
treated by purification, sterilization, and filtration in order to be 
supplied for the clinical use. 

The anti-tumor agent of the present invention may be taken orally 
or, more preferably, non-oral ly and its shape is desirably the existing 
live vaccine type, particularly the freeze-dried type medicine. The 
freeze-dried type medicine may be added with the stabilizers such as 
albumin and gelatin. In addition, the freeze-dried type medicine is 
usually filled in an ampule and utilized as the injection medicine by 
dissolving it at the use. For this use, the content per ampule is 
usually 5 to 100 mg. I n^tji^ pre^ 

vaccine depends upon ^ .tTfijet _s yjn pj^om, _T h e_ r d i s pens i n g _jr out e , the body we i g h t 
ancT s q ^crn^T Howeve r , the do s aLg e_ should ^ e ini r„eXeT enced to f ir t_h e i c aSjg" "w hen 
the P XJSJLeixt live vaccine is dispensed to the conventional application. 

Then, examples are presented below in order to confirm the anti- 
tumor effect of the live vaccine which is the major component of the 
anti-tumor agent in the present invention. 

Example 1 

Experimental animals employed are the ddY mouse (a body weight of 
20 g: a group of 20) and the BDFi mouse (a body weight of 18 g: a group 
of 20). Each of the ddY mouse was inoculated with Ehrlich cancer cells 
at 20 x 10 6 and each of the BDYi mouse was inoculated with Leukemia 
L1210 cancer cells at 20 x 10 s . After the inoculation, the live 
vaccine of HVJ virus (Sendai virus) was given to the mouse, by 
following the dispense methods shown in Table 1, to its abdominal 
cavity at 15,000 HA units (this value is based on the chicken red blood 
cell agglutination test results) and the number of the survival dates 
were observed for each mouse. Here the live vaccine from the HVJ virus 
was used since it possesses a selective sensitivity towards the mouse. 
The results are shown in Table 1. 



Table 1 



Inocu 1 at ed 


HVJ virus live vaccine; Dispense method and 


Surv i va 1 


dates 


cancer cells 


Case I 


Case II 


Case 


III 


Ehrl ich 


All surv i ved 


All survived 








at least 90 days 


at least 90 days 


18.5 


days 




(observat ion 


di scont inued ) 






Leukemia 


Average 


Average 






L1210 


25 days 


21.5 days 


7.2 


days 



Case I 15000 HA dose once after the cancer inoculation 

Case II 1500 HA dose once after the cancer inoculation and the 

following five consecutive days 
Case III No live vaccine given 
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As a result^ it was confirmed that the live vaccine of the HVJ 
virus possesses the remarkable anti-tumor effect. The results present 
that the live vaccine of the other Paramyxovirus family possesses the 
anti-tumor effect, particularly, that the live vaccine of the mumps 
virus (which possesses the high sensitivity towards humans and is the 
human virus corresponding to the relationship between the mouse and the 
HVJ virus) presents the similar effect to human tumors. 

Performance Example 1 

The concentration of the live vaccine of the mumps virus (MLV) was 
controlled to 2 x 10 5 p.f.u./ml with a 100 ml physiologic salt 
solution. Then albumin 5% (w/v) and gelatin 0.5 % (w/v) were added, 
and the mixture was then sterilized and filtered. This filtrate was 
divided and f reeze-dr ied . The obtained freeze-dried MLV live vaccine 
possessed the activity of 6.9 x 10 6 p.f.u./mg [ Amendment -4] . The 
activity of 6.8 x 10 5 [ Amendment -5 ] p.f.u./mg [Amendment -4 ] was 
maintained after storing for one month at -10 °C. 

p.f.u. (Plaque. forming unit): "Virus Experimental", edited by 
Gakuyu-kai of National Prevention and Sanitation Laboratories, 
published by Maruzen, (1967). 

Example 2 

The live vaccine of the HVJ virus was suspended in albumin at 5% 
(w/v) to prepare 60,000 HA/ml. Then the suspension was sterilized and 
filtered. The filtrate was divided and frozen at -80 °C. The obtained 
frozen product presented 60,000 HA/ml after 5 years of storage. After 
being dissolved, the solution presented 60,000 HA/ml after two weeks 
and 30,000 to 6,000 HA/ml after 3 to 4 weeks of storage at 4 °C. 
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Amendments (Voluntary) 

March 31, 1982 

(1) "Paramykusovirus" in page 1 on the 10th line and the last line, 
and in page 2, the 5th and 7th lines are corrected to 
"Paramyxovirus" - 

[Note from the translator - this correction has been incorporated 
into the translation.] 

(2) "Orthomykusovi rus" in page 1 on the 11th line is corrected to 
"Orthomyxovirus" . 

[Note from the translator - this correction has been incorporated 
into the translation.] 

(3) "Leukomia" in page 3 on the 3rd line is corrected to "Leukemia". 

[Note from the translator - this correction has been incorporated 
into the translation.] 

(4) Page 6, Lines 15 and 16 (page 3, the 2nd paragraph) 
The unit mg is corrected to ml. 

(5) Page 6, Line 16 (page 3, the 2nd paragraph) 
The exponent 10 s is corrected to 10 6 . 



Notes from the Translator 

1. Page 205, left column, line 14 (page 1, the second paragraph in 
Section 3) 

The word "nucleocap" in the original Japanese text may be the 
abbreviation of " nuc 1 eocaps i de" . 

2. Page 205, left column, line 15 (page 1, the second paragraph in 
Section 3) 

The exponent (superscript) was illegible. In general, ail the 
exponents were very difficult to read in the original text, 
therefore, those with numbers are still at the best effort basis. 

3. Page 205, right column, lines 14, 15 (page 1, the last paragraph) 

Two words were almost illegible. The underlined translation is 
based on the best effort reading. 
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